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Table 1 LDso of T-2588 in mouse, rat and dog

Species | Route LD (8/ke)
Male Female
P.O. >6.00 >6.00
Mouse S.C. >6.00 >6.00
I.P. >6.00 5.86(7.18-5.53)
P.O. >6.00 >6.00
Rat S.C >6.00 >6.00
LP. 5.63(7.77-4.94) | 5.09(5.44-4.76)
Dog P.O. >2.00

() :95% Confidence limits
Calculated by probit method
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Table 2 Mortality in acute toxicity studies of T-2588 .
Male Female
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Table 3 Body weight changes in beagle dogs given
a single oral administration of T-2588

Tidrge
Dose | Nolalals|2]o|1|1|m
08
No.

T-2588| 1 [10.7/10.7/10.6]10.4[10.5(10.7(10.2|10.4|10.7

2e/ke 2 10.3{10.2|10.1f 9.7{10.0(10.1 9.9| 9.8{10.2

Body weight : kg
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CERL, 3EHOBBTIRREALHERLTV £

Photo.1 Subcutaneous tissue of
injection site from a
female rat given subcu-
taneously T-2588 at
4 g/kg. Edema, cell infi-
Itration and granulation
tissue are seen. X52
H. E. staining.

Photo.2 Abdominal organs from
a male rat given intra-
peritoneally T-2588 at
4.54 g/kg. Adhesion of
spleen and pancreas is
seen. X52 H. E. staining.
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Table 4 Hematological findings in beagle dogs given a single oral
administration of T-2588
Do, Time
Dose N: . (day) 0 1 2 6 10 14
g em
ey | 803 [ 738 | e | 704|756 | 748
) I I A I M
z—ln/eoTatocnt 53 51 51 50 50 48
1 - .

:ﬁg@“m 203 | 192 | 190| 18.9 | 18.7 | 18.4
Faztsulocyte 4 4 4 2 0 0
Platelet

T-2588 (x103/mm) | 328 275 279 301 292 259
T R i i I T B
{L/f’r)natocnt 53 43 45 41 42 39

2 ‘
(oEeb | 76 | 162 | 162 | 150 | 150 | 14.9
F‘;ot(:?ulocyte 8 6 6 4 6 6
:)!? ;?)Le/tmm” 294 23 25 25 e *
8 s 2 A% O BB T T-2588 51 R 2 st
T3 LELhSREFRLI) - 1eh, dg/kg HERD BOE2 @%OHKETIL, 1ACERSKIBLE
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Table 5 Serum biochemical findings in beagle dogs given a single oral administration of T -2588
Dog Time Time (hour) Time (day)
Dose
No.| Item 0 1 2 4 6 1 2 4 6 8 10|12 | 14
GOT (u/h 23 28 26 25 31 25 25 24 25 22 18 21 22
GPT (U D 25 26 25 23 25 28 25 28 28 24 22 22 24
ALP (UD 14.2] 13.5| 13.2| 13.2| 15.1| 13.8| 14.2| 15.5| 15.6| 14.6| 13.6| 13.6| 13.6
LDH (U/) 124 80 102 108 113 140 71 99 66 67 52 74 83
Ch.E (4pH) 0.54| 0.50 | 0.48 | 0.47 | 0.52 [ 0.51 | 0.46 | 0.55 | 0.53 | 0.51 | 0.48 | 0.46 | 0.49
1 | Chol. (mg/dl) 124 121 116 114 126 121 111 128 127 118 111 118 124
UN (mg/dD) 13.6| 15.5| 16.0| 14.2| 13.7| 20.0| 18.7| 14.2| 14.0| 18.6| 17.3| 18.2| 16.5
Creatinine (mg dl) 0.9/ 0.9 0.9/ 0.9/ 0.7 0.9/ 0.8/ 0.8/ 0.8/ 0.9/ 0.9/ 0.9/ 0.9
Bilirubin (mg dl) 0.2 0.2 0.2 0.2| 0.3 0.4/ 0.2{ 0.3 0.2 o0.2| 0.2/ 0.2{ 0.3
Glucose (mg dI 86 98 95 85 89 82 85 88 88 94 (101 94 91
“T-2588 Total protein (g dl'| 6.0/ 59| 58| 57| 6.2| 6.0/ 56| 59| 59| 57| 54| 57| 5.8
2g/kg GOT (U b 27 27 31 34 44 28 24 25 27 22 19 19 22
GPT (U D 30 29 27 29 32 33 32 32 31 30 26 26 42
ALP (U I 10.5] 9.2 9.4 9.4| 9.9| 10.6| 10.2| 10.1 9.5| 9.5| 8.7 8.8( 8.9
LDH (U D 50 99 89 102 114 78 58 75 80 81 51 45 57
Ch.E (4pH) 0.4810.43(0.44|0.42[0.44|0.45|0.42|0.49|0.46|0.44 | 0.44 | 0.41 | 0.41
2 | Chol. tmg dD 118 104 105 101 105 102 99 108 102 106 96 103 104
UN (mg dh 19.3| 22.2| 21.4| 19.6( 19.1| 19.4| 22.5| 16.2| 13.8| 16.6| 16.7| 19.1| 18.0
Creatinine ‘mg dl) 0.9/ 0.8 0.7y 0.7\ 0.8 0.8 0.8f 0.7 0.7 0.8/ 0.8/ 0.7 0.7
Bilirubin (mg dl» 0.2y 0.3 0.3 0.2( 0.3 0.3 0.3 0.2 0.3] 0.3] 0.2 0.2 0.2
Glucose (mg dl} 94 90 92 85 88 88 83 84 86 88 87 90 85
Total protein g dl)| 6.2| 5.8 5.7 5.7 6.1 6.0/ 5.9 5.7 5.7 5.9/ 5.4 5.7 5.7
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ACUTE TOXICITY STUDY OF T-2588 IN MICE,
RATS AND BEAGLE DOGS

SHiGERU SaTO, SHIGEHITO NAKAGAWA, TETSuo SHIBATA,
Yasunito Kawamura, Axio Nacar, Tomoya SHIMOTORI,
Kazunaru YosHipa and Tovoak: YONEDA
Research Laboratory, Toyama Chemical Co., Ltd.

Acute toxicity study of T-2588 was carried out in mice, rats and beagle dogs, and the following
results were obtained.

1) In the oral administration, LDj, values were more than 6 g/kg in mice and rats, and more
than 2g/kg in beagle dogs.

No hematological and serum biochemical changes were observed in beagle dogs.

2) In the subcutaneous administration, LDj, values were more than 6g/kg in mice and rats.
At necropsy, administered test articles were remained in the injected site of mice and rats, and
granulation tissue were found in the injected area of mice and rats. Enlargement of cecum lumen
was observed in rats.

3) In the intraperitoneal administration, LDj, values were more than 6 g/kg in male and 5. 86 g/kg
in female mice, and 5.63 g/kg in male and 5.09 g/kg in female rats.

At necropsy, inflammatory adhesion of abdominal organs were observed in mice and rats.

# : Hydroxypropyl Methylcellulose o @tk
IO TaN B KRR, CREE 8 (5) @ 547~554
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